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1.^^ 



1, 2-H^^ey ^aiM. sin^diAiiBfoiH, cieaiAiiafoj^ ^ ^aieai/diafoi^^ ^tiM ^ ^4^^ ss^^c^, SEs^ ^ 

;yi;yioii ^mm sineaiAiieioi^. ci^aiAiiBioiH §i ^al^^lA^l^^olH£i at^^^Ai ^^\Mm-^^±o\\±m^m ^4^4^ 2 



£E1 

mM\M 

M0I^S:^:S&! sag 

;I3I2£^ :)H£I AIM^iii2?J01l Ql^^ O^ICle^ fe^XIM ^OjCf. 

M35:^ ^ ^S£j x(Aiies RM)^ sag 8(7)^&^ aAi)£i S2 AuC(o-48h) 2j i^s mm^ dehhoici. 

e ^^gg <y^2J «I«I01I ^Oia. ^xll^^^ ^ m^o M0|gS>iHgJ(cyclosporin)^2| MO\mO{\ Mai-N-Olliisf ^G^I5^gjEIE e 
OilAI 01^21 Sa a^o^ <M7?oj ^ok ;q|;^|o|| >10|Cf. MOIgS^S§!^fe. OjlS MS 9^ PSI e:?H Jyi2 222 

770AS S 2 228 198Aa01l :?HAIS H\ Sl^DI. 0|2| ^:?^g£ ^£1 gXISOi 91Q, 

mB\ ssoii :?ixHS dhsf ^oi. A^o|gs>i^&!S ea^iei m mm mms\ mo\o\\ zi^m usesi t+se UEfUi^ai. =?m^ 
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Si o\E^mm ^^MBiDWMy mB\ m2 222 /zoa^^ flPs g&i Moie^>iS&!e s^shoi. mm 

0^0|a^ 011^^ SEfe O^0|a^0^l^^ Ollblfe5ir{preconcentrate)2j SEHS MJi\m :^HAim:Q OlfiiSh ^^mS #^2jos 

(1) ^. (2) ^ a (3) S&g^a. ^Xll^jo^ eigg^ ^ 1,2-HSilS!! ^aie * ^SS IranscutolHf 

GlycofuroS Aie£jfe gXIS JllSOICf. 0^^3|Sh si^S ^ ^mB S3 X|g^^L^ ^£|=£|AiiafOIH, 0!IM MB ^Hg Miglyol Captex. Myrito 
I. Captex. Capmul. Neobee ^ Mazol^ Aies^ 5X19 JIIMOIOI, Iie01IAi£ Miglyol 812:?^ b^^^^6^a. J^l^^. =?m 

aiSSJ SE^ S^H^ Oil^^ eaiMSJ ^^^e M =^ ai^QI, Otie MS. ^SS Cremophor Si NikkoS Aie 

^IMOIOl. Cremophor RH40 S Nikkol HCO-40JilgOI ^9.^ D\J^S\0\ 

9^ mm g:)H :«i2 228 i98As^ AfoiMs^a^ ¥01011 Qlg^ cHsies ^^spi ?i& se see JW^^m^ 910, ^^^i^io^ 

m :?HAi6m s^oDi. oi::>ioiiAi Maieej/dishoiHSf o) ^aiAiiM ¥M o\\±b\^ se^ (ii) 1,2- HS^gy eaiM &s se^ ¥s oii>^ 

El|s SE^ (|jj) 4:SdlM SEfe 01I>:Ei|soj ^f^gs s^^thp. ^Sg MaisineSS Aiesi^ SXIQ JillSOl ^^\B^^M\E}0\Ei 
^ ¥^ eEl/diaiOlE a^oi >io^ HjovsiO] 2Aa. ^:?l ^^m^ SEt^ 011s cremophor RH40e ^D\^ 5es^x|o^ 

oii&e]3^ ^mm s&mxi 3101 d^^^o^cl. gsoii oiiais s^ea oianth a^^a. 

e ^^soii SI5H e^smoi. ^51 ^^^^ s^tt ^x-iioigs m^m m^xm nisjonuisi ax^lO|gs ^^oii sioiai :?m^oi 
Moim^^R^ xii^ig ^ aeoi sisiacf. o|^:l§^ s^gg td=R2\ ssmoidi. s ^ss ss^i©^ oisf sags 

e ^^s^ 6PI (1) mxi (3)sj s&sfe e^yi oH^igoii sa a^ei A^o|gs>^s&lg s&sh^ sfsf s^gg 3tiig§.n:^: 

(1) i,2-HSi!e! eaie ; 

(2) eicM£iAiiefoiE. ueai/diB^oiE, eai^aiAna^oi^si mmm ; ai 

(3) £!4=a OW^m^M, 

^ s/diAi §j ^^i^oii Mmm ^^mo\^}^ ecn^ ^'^'s\ se^ ^a utxm %^^^9,S: sag. oiia g© 

9^¥0j(}ii CHaH aigsin sag se^ ui^e^o^ dig sags §£]&a. 

s ^^soii Mgif 4^ 9it: Mo\m^±R^B ^ga. oiiM ^gjiii si ae-sfguHasi a.^^! ^^g3tll^A^2j ^gaoi 

fe. S^OKMI gJSJSI MOIMS^iSgJOIDj, ^jQl|2S|o^ MOIgS:^S^ A(A|gS^H&!(Ciclosporin)os ^x\S\0\ 91^0\, e^gOll A| 

m^±^^9.^ eiSi^), AhO|gS>iSgJ [O-{2-aiH^A|01!^HD)Ser]«-A|gS>tS§! [3'-PI^5|H^A|-3'-^l£-MeBmt]^ -[Val]^ 

-A|^S>::S^Oia. 

^ ^^S2j sagoiiAi a^(2)^ C12-20 sineaiAiiafoiH, ci^aiAiiefoi^ ^ ^aieaiAHBioiHsj ^t.^g. ^ai Cie-ie 

ediAii£foiH. p^BiAiiafoiH ^ MB.ieaiA-iiB}oi^£j ^i^gg u\m^mo. ein^aiAiia^oiH. pes.iAHiafoi^ ^ ^^\^ 

aiA-iisioiHsj ^E^ge ase ssfB xi^^ ^ gssfs B^\m 2^ ss^^ ^ 910, nam a:?i ase gfisf 

X|g,^<:i^ ^XI|2S{o^ Cie M5sf X|g^<i^ OjIM gS Sl^eil^K £!^eil6h gal^L^ S&offe 5101 H^^2!6H::^. ^m(2)D[ eo^ 

^% oia. b^^3i5^:>^l^ 75g^% oia. p^ b^^=sim?ii^ 85e^% oias] Cis gsif x|g,^<i^ oiie g^ ai^Bii^i^ sj geii6^2i 

eine^iA-iiBioiH. p^e.mi£foiE §j MBi^diAiiEioi^M 5&a^fe ^01 ^ifanif. sEt^ a^(2)^ 20g^% oiaK mm ga i5e^% se 
^ iog^% 5Eb 3 0I6^£^ ss^ oiim mm mo\^^ ^ ±Eim^ti2\ ein^aiAiiafoiE. pe£iAii£FoiH ^ ^aiMBiAiiafoiM ss8^ 
^01 ^t.^a^p. 

e ^S2i sagoiiAi, ae(2)fe eic^aiAiieioiH p^diAiieioi^s ^a^H^. oiig gs a^(2)2i # e^oii cush 50% oia^s s& 

5tiOI b^^5•5^Dl, 70e^% Oia. one ga 75S^%. 80g^%, 85g^% SEb 3 OiaSI £bigaiA||5IOIE Pe£IAil£^0|2M S&Sh 

b 3101 p^ bF^siahp. 

e sagoiiAi. a^{2)b zi^£i * e^oii oish 25s^% uixi 2f 50S^%. b^^^3^:>^lfe 3osa% uixi a? 40g&%, oiim ge 
35 uixi 40g^%£j eingaiAiis^oiEg ss.^a^b 3101 ^iia^p. 

e sagoiiAi, as(2)fe 331 Si # g^oii Qi6H ^ 30 mxi 6oeg%, bh^^mini^ 40 mxi 55Sir%. oiim gs 48 uixi 
50gs%si p^aiAiiefoiHg fi&ste 201 ^!&s^p. 

e sagoiiAi. ag(2)fe 5ga% oia, oiim gs s,^ 7.5 lhxi i5ga%, oiis ge 9 uxi i2g^%£i MaieaiAiiafoiHM ss^6^ 
3101 2ii^a^p. 

e ^S2j sagoiiAi. as(2)b singsi All 5101 peaiAiis^oiE se^ ^aiaaiAiiafoiEM ^^^i ^jt^gh aoi^^ei mm^ ^mo\o\ wisi^ 
4* 9XQ. 3£iu a:?i as(2)fe ^^ga 2^. oiis ga o^sE 2^. 2^. gain 2^, ^^o^ 2.m. se^, b^^2ja^:Hl^ ^4^4* 2 
^. 8Hb^sl:?l £§j sEb Sim 9.m si bf^^isfiHife ^4-4^ asju, ^diAiiMsi ^g«><-oi|A.E|jasf ^agg a&sh^ 3101 soimci. 

a:?i ^?i!^oii>iEii2sf ^agg ga^^^ ^eh^ a.^^ ^aiAiign^ o\\m mm ±m ^m^\o\\M gea □i:?ie2i 

^OH g^a^o^l. 3soiiAi :>ii^ m^^MdimM i^f^s^smi ^g«-v_oii>:ei|ss^ se^ ^eiaiim ^sh ^mm ^mmo\ ;:iis§.n::f. e 
ii^eaiAiiafoiH, p^aiAiiEfoiE S! M£ieaiAii£^oiE ag oisioii, a:>i ^eH:^oii:^Eiisa aags ga^sjo^ ^^o^ o^i^ ^EJinmrn s 
s^&p. s ^S2i sagoii ^ge as{2)oii ^xhs^ ^ais eaiAiissj eaiAng+eineaiAiiafoiE. p^aiAnafoiH s! m 

£ie£iAii£FoiH)2j # s^oii P18H. b^^5•a^:?^lfe ios^% oisk p^ bF^^miHi^ 5S^% oisk b^^^a^ :hi^ ^ 1 se^ 2e^% oip. 

mm ^a^&i is^g E>g3Xf 3^, ^aiAHiMs oiim gs ewoii sish eix-i ;yi:>imb 3101 b^^^la^p(^£lAlleo| Di2\ bHxi 

(batch)g aaAI^PI ?|SH). 

©afAi s ^S2i sagoii ^g§h ag(2)fe m:?i2i asgg ag(2)2j g g^oii chsh ^^iai© ea^s H&8^fe 3101 b^^»a^c^ : 

ein-eaiAlieiOlE : 25 SEfe 30 LHII 50%. ^Xll^iog 30 LHXI 40 s^%. 
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CI-eaiAIISIOIH : 30 SEfe 40 LflXl 60%. ^3|PES 40 UiXI 55%. OIIM 45 UIXI 55%. 

sineaiAiiafoiH+p^aiAiiafoiE : 75%. ^xii^ios 80%. oiim ^ 85%. 

^^lg£l/dl^^OIH : 5% 01^. 

sai© ^aiAiiM : 5%. d^^5!s^:>llfe 2% 1%. 

SI a! :^Ell0^^^^Sj 2iii^£|A|iei0|H, CieaiAilBfOIH ai M£ieej/dl£FOIHM SS»a(^4^4^ Zl 7:!tmD[ 2,^ 56e^%2i ai 

^eil^K 30g^%2| §E1I6^. I0g^%2j ^Dl^^h ot 3gg%oj ^Ell0^s^L^ SSShCF). 

Malslne[Etablissements Gattefosse', 36, Chemin de Genas. P.O. Box 603. 69804 Saint-Priest. Cedex(H^:^)Oil Ai AIBS]01I CII& 
^£13 ^aiAilM-iiCH 10%(e^^^^ 3.9-4.9% SE^, ^aiAIIMOj 7iB\ gi^ bHxl. 0.2%) 

Siceai/dlBfOIH-et 35%(e^^^^M 30-40% SE^ ^ai^dlMO! ?i9\ gife bHxl. OIIS 32-36%, OIIS 36%) 
P^dlAlieiOl^-^^ 50%(SEfe. edIAHIMOl ?\2\ gife bHxI. ^ 46-48%) 
M£l^£|/dl£fO|^-et 10%(SE^. eaiAIIMOl gife bHxl. 12-15%) 

^ai@ 1%. 

MaisineOII C1^E^ SE M£l^ QBlUt : d^:'^=5l□i 2, 85-105. Hl^sf XI 4==^^ 1 50-1 75(gti [Fiedler Lexikon d 

er Hilfss toffe, :^H§ 3B §i ^^^(1989) VoL2. p.768]). MaisineOII CHt.^ X|g^<:l^ ^^^g S^^^^^ PeJJ^ : irOIM<i^-e,t 11%; >^E1I0F 
= 6^-fir 2.5%: geil^^-2f29%; elM^II^^-af56%; 1.5%. 

^^(2). OilM ^ai/dlS M^^iOil^Eil^sf ^4=4^ ¥SEh ^01 Uh^^ishQI, Ojjg '^Mm "^^'OlOW 2 UIXI 8TC2J SSSKHI 24 

Ale^ee^ ^^xieh ^oiL ^mm ^^oi^^ei bhuioi iaiz.^ ^gon «^ji5H e ^oiit ^moi u\^^o\q, 

^g(2)£i 5sf X\^t!t &aO| b^S 5101 bh^2S!ahQ. 0\Zim g^A|3|fe ^^(2)^ Aie Mm9.^^B ^ ai^QI. OIIS & 

^o^oii sxisi ^di otiM ^^^ai£f ^ai xhbim asoii £iaH ssf ^mm JiiiiHsm 

/gHsf xl^^^ ^^m m^MB^ M^m ^ sia. m^^^^ ssf xi^<^^2i s ^^^e ^^(2)21 m e^oii ch6h i5g^%. oiim mm ioe^% 
, SE^ 5g^%oia. 1^^(2)21 ein^eaiAiiBfoiH ^^Mgsi ^di Dmm ^o\\ 4- 910. 

mEJtM ^^(2)^ mm mrnow um aci gfsi ssf xig^<iKoijg mm mu\^^ ^ :^E\\o[^^^)m &^eni ^oi^o^ a^s gfsi. MSsf 
xig^iiKoiis mm mm^ ai^eiiiiLOe m^m^ bf^^ima. 

e g^SSI UF^^igh ^AlEHgfOil 2i0iAi. ^g(2)fe SPI2f i^S fl4iM ^^(2)21 S e^OII CHSH ^lAIS S^SS ST^^^ 2101 d^^5iS^ 
Q. 

32-36% Sli^^£IAII£fO|H, 

45-55% asB|;^il^^olE a 
12-20% M^l^^lAll^^olH. 

3SDh£ii£iinis mm mm oii^aiso| gens xig^^.^ sir- 
oil ^ at^BIIOIIOI^ 53-63% 
0111 S Ell Oil 01^ 24-34% 

oiig aiMSioiioie 0-3% 
0111 o^^faollOlE 0-3% 

Dili! ^QIEIIOIM 6-12% 
OiliI >iEII0Fai01M 1-3% 

^□i ^£ 0.94-0.96 
S|H^A|:>h 140-210 

110-120 

m^A[0\^D\ 4.0 
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dl^fif Xl^' 150-185 

^soii ^g(2)M e SAii>HoiiAi^ ^Ji\^ mziMm-^m^ow^BH^m 2iJ^ ei^saa. m^^^ ^Aiagfoii sioiAi, 

/H ^ ^^9^ £iMai<jih ^ Me^l<i^HJ eineaiAiidfoiH, pm^iaiibioi^ Mdieai/diBioine ^^m^^ ^4^^ 2.^^ m^\H\m2\ e 
ei>::-oii^&i^§f ^^mm M^mD\, ^^ms sin^aiAiidfoiH, peaiAiisioi^ ^^\m^\M\E}o\^2\ m^m ^mm e^Ai 
3ii2xt. Si g^lI^^£J einediAiis^oiH, cieaiAiisfoiE ^ eai^ai/^ia^oiE a^oi s^i saesj s 85% se^ 3 oi^o^ ^xHg^ 

^ ^^S2j ^^mo\\ ^mm ^^(3)2i oiim mm om^ : 

(3.1) siSH], 4^^^:?^Q niDfXF^2f onn^ ^MOiHsj ^^m, ^^m^ ^xie ^^^^^ oiig ms ais se^ 4^tfc:s:)h9 

niDhXh^Sf Olliei! ^MOIHM : 35 UIX| 1 : 602j gbl^ &^gA|9II2. Oj|M MS ^Sj J:il1,182.388a ^ 1.518.819s 

Oil :^HAia ^mm 2\:}\mo\ ^^m^ ¥b meJiO{\m^m^\m ^mm shis m:hb[o\ ^mm ^ 9JiQ. =?m^9,^ ^r^ cremophor^ Aiesi 

^ O^m elA|E(tenside)^:)^ bh^^iSfp. sgi mi-s^ 50-6O. 1, Q2E:?^ 1, 4=g &g(Fischer)2%. 2f 1.453-1.457 S! 

HLB 14-16&1 Cremophor RH40 Hlg : b|¥S^ Xl^' 2f 40-50, fi£EPM. 4=g Sir(Fischer) 4.5-5.5%. ^ZS 1.453-1.457 Si 

no 

HLB 15-1721 Cremophor RH60 «IM : Si ^§011 >1) 2f 1630, blVS^ 65-70. ^ 2, 28 

-32 ^ 

2S 2,^ 1.471S1 Cremophor EL ^ISOj bh^^ma(Fiedler, Lexikon der Hllfstoffe, PHS 3& S^ e^e(1989). V0LI, p.326 Si). SE 

m ^:^\ S^Oil ^SS NikkoKOll: Nikkol HCO-40 ^ HCO-60), Emulgin (Oil : Emulgin RO40). Mapeg (Ojj : Mapeg CO-40h) ^ Incro 

cass(0(j:lncrocas40)(Fiedler£i mm Aiea^ J||M£ mmmZ}, Nikkol HCO-60 Xl|g& ^|□^X^^2^ 0||i!e! ^AhOlE 

2^s\ ^^MoiDi. agjjf ire u&yia : 0.3 ; bivsf xi4' %^ 47.4 ; 6IH^A|:?^ ^ 42.5 ; ph(5%) 4.6 ; ^e apha= 

2,^ 40 ; m.p.=2f 36. 01C ; gJg=Sk 32.41C ; H 

2O mm%. KF)=0.03. 

(3.2) Mai^A|0illS!-4:Sb|&-X|g^6h 0II:i:EI|s, 0||g g^, ^fig Tween(Feldler. mm, p.1300-1304 SrS)S AlStl^ SXIS 
2J XIIM2J etBf^i!, MaiBf^i!. mu\m, ^alO^^ Si Mens 0||;iiEi|s ^Xjl^ES Iween- 

20[S£I^A|0llieil(20) 4i = bl&eiii£f^2||0|^]^ 

21[M£I^AI0|lie!l(4) 4:Sb|^ei3-e|og||o|e], 

40[g£I^A|0llggi!(20) ^^i^bieSinirQIEIIOlM], 

60(S£I^A|0ll^e!!(2O) 4iSb|&Sk>iHIOheilO| M], 

65[Mdl^A|0HilSl!(2O) 4lS^|§^E^|>.EIIO^eilOI e], 

80[Mai^Aioiiiig|j(20) ^^^bi&singeiioiiojM], 

81 [Mai^A|0||i!gj!(5) ±sbl&Sbi§B||0ilOt^], 
85[M£I^A|0lllgli(20) ii^sbi g^e£|g^j|0l|O| e]g g 4^ 

M\Em, Tween40 ^ TweenSOM ^ gfSSi SSeOil MSmfe 201 ^81 b^^5!8^C^. 

(3.3) M£I^A|0lli!ei Xlg^6^ 0ll>^Ei|s, oilS MS ^HS Myrj(Feidler, ^ti, 2. p. 834-835 ST 2&)S AlBSjfe gXIS ^S£J §£|^A|Olli! 
en ^EIlOFs^h Oil^Ells ; ^20| ^|gg, 1.1. m.p.=sr 40-441C. HLBi^HSf 16.9, ^iOh=2f 0-1 S bl^pSf XI4^=fir 25-35ei Myr 

i 52;:iig^ e ^^mm A^go^fe 5^01 d^^^ma. 

(3.4) Mei^AIOII^eil-Mei^AIH^ge!! S mm ^mmXW, OIIB ^aa Pluronic. Emkalyx SI Poloxamer(Fiedler. mm. 2. 
p.959S5)S Aiesi^ SXIS ^§£1 ^:^| ¥W£i ;QlgS01IA1, m.p.=ef 52100111 SXF^OI 6800-895721 Pluronic F68JIISg S 

3E^M01I AfSShfe 3101 ^81 b^^^8^a. Xilgg. S ^S21 S^gOII ^Bm S. OB \d[m^m MES: Poloxamer 1880IQ. 

(3.5) a^mMS:^A\mm P-[2-01li|ffl|^]-^A!L||0|E(Fiedler. mm. 1, 107-108 &S) 

(3.6) 21X11!. ^ XII 5! eilAI© (Fiedler. mm. 2. p.943-944Sr5) 
S g.^S2| S^gOll ^81 5!t^th aiAlilOllfe gSj eilAieOI S&SCf. 
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(3.7) H'^^til iaie Oil^^Eil^^^^^^e^^ CI-XI^<^h OlI^Ells. o\\m m^^m^^^im C\d[BMm\m^R^ Migly 

oi 8400^ Ai&a^ jyigo^ sxisjoj 9JiD\^.'), H^^eie^ie pei^siioi^. H^^&i^aie alB^Al>lEllo^e^lOlM, H^^eiieaie oi 
ii^^Eiio^fiiioie, Hs^eiieaie af^aioie, HSMeoeaie aiAifeeiioiM, Hseeo^aie lirEiiohaioie gcnedier. mm. 2, p.aos-s 

09^2) 

(3.8) ±^ Ej^^m ^mioie. 

(3.i)oii ^mm e ^^mo\\ A[m^\^ m^^mo. 

^m{^), (2) SI (3)g e ^^^01 Dfoiasoii^^ onoi^^^iioi § ^cn^ei mm^ ^^mrnow ^m[^ um^^[a^. 
^^ms ^12 222 770AS Diioixi 11 uixi i2(Hi :7iiHS 0^013^011^2 oiibife^2H Ai^ig'sj ::^Hiot mw, ^:)\ 

s o/w(^g^) □^o|aso^l^?^ gEHei 2101 b^^s!6^a. se& e ^^ss asd). (2) a om sjhi (4)§e sss^oi □^olBsollsa2^ seh 

sags S»6fe 2°^ OlcHSIOiOt 

III2 222 770A^0j| ^\J^^ U\2\ mO\, 0^13^011^2 011HI^^2h AI>:©2| ^4^^ ^, ^, g S^MeSJ ^^(1)^ 

^^9.^M m\j oi^sj ¥:^hsj o\\m x-i^(oii:Ci-5 )'^i}m, =?x\\^9.^ ow^mm ^'^m aio. oiant^ 
^ g^^^o^ a\xmo\ ^m^q. ^ ^^ss] s^moii oii&ee A\mmo\^ o^uxio.^ oiis mo\ ^mm 

sag asAi^ 4^ 2ia. 

a agm)+aM(2)+a^(3)]2J # e^Oil CH5H 1.0 SE^ 2.5 UiXI 50%. 5 UiXI 40%. CH^ dh^^jg^:^!^ 10 LHXI 35%. Q\\m m 

e 15% Oia. OilM MS 2f 20 UIII 2f 30%S ^JHSh^ 5i0| ^i&ma. 

£l4=a a MS A^ge^ 3^. SS Ollg MS Oliese SagHj # ggOil OioH 2^ 20% 0|6K bh^^m:Hlfe 2f 10 ife 15% oim 

. OilM ga 5 LHXI 10 SEfe 15%2] g^o^ ^XHSfe 20| ^^SFCf. m^JtM SS S14=a ^ ^^(011 : 1.2-HSl!gy 

+oireM)2i s e^oii mm ^ 25 uixi 75%. ch^ bK^s!m:>ife 50% oiskoii : 25 lhxi 50%). oiib so. 4o se^ 50%£j gf^^ ^jus^ 

5101 ^&SK:f, 

a^(2)^ ^ SaMOil. [£i4^a aM(g)+a^(2)+aM(3)]2] m m^0\\ CHBH 5 UIXI 65%. b^^S|o^>^lb 15 l-HXI 45%. CH^ 

20 LHXI 40%. 0\\m 25 LHXI 35%2J 2>^o^ ^XH5^fe ^g^ohCf. 

a^(3)S S ^^S^ SagOil. [£l4^a a a^(g)+a^(2)+aM(3)]BJ #e^01l QisH 25 L4IXI 75%, bh^^^IHI^ 30 UiXI 60%. OlIM MS 
9f 55 SEfe 60%2j g^og ^JH6^fe 5i0| 2S!&6H:f. 

e g^SSj Sag^ SagSI # e^OII CH5H 2f 1 SE^ 2 L4IXI 30g^%. b^^5i6^:HI^ 5 L4IXI 20 SEfe 25gg%. CH^ bf^S|5h:HI^ 7.5 LHXI 

i5e^%. Oils gs io%^^%2i A^oigSii^s&ig s&of^ 5101 ^mmo, 

^¥2 XII1£^ 10e^%2J AfOIM^^S&!(01l : AIMS::i::5^)e ?^^o^fe, ^ ^^^011 £^t^ S^gOil aiOIAi. ^. 1.2-H^^ 

ill ^aig. (2)(0il : ^di;dlM-MeHi^01l>iEll^§f ^4-4^2^) aM(3)(011 : Cremophor RH40)2] ^^CH^ei 3-^l>^ 3eiiH 

S UEftH ^lOICf, a^SI aP feSfe 0% ¥E1 100%7)^XI m^R^ fiAlS ^4^^ ^IP^^HIf. 

e ^soii saMoii sioiAi. ^ ag(g). a^(2) ^ a=(3)2i ^cH^ei xLHoii 9x^ 5101 5^i[e^c^. oig:?ii s' 

•as! sag^ i2££i e^sa. g2j a:?^ :)h^a S3 gJXF 3:>i:?h i,50oaoii2 24Al^^ oiasj dieiow e^ssh o^oiB^oii^sg 
s 4- D\^^m xiy o^olaso^l^a otibife^^iioia. oi2f^ □ssiog 3«(a). (b) % (ouisi sage ^^^f (a) g^^sj. (B)a sai a ( 
c) B^s\D\ 4^^ Ai>^gjs ^ist-Kif. mE}M miESi sfei ssis ^a^2i gg£i 4^a a aecg), a^(2) ai aM(3)g HS6^fe. 
e rn^ow s]^ sagoi ^si b^^^mc^. 

u\2\ ^01, i.2-H^^e!i eaiM asoi ^¥ oii&ss □^x^l£lo^ a^oii, xiii£2] §« neiiHUioiiAi q± air oietha. ^. 
ag(3)2i fes oi§&a. zl^^u oi£i& ois »ae :ii4'2j %°^oi a» cHx^igg uehhw. ^oia nenng tisi ^s^ai 

51X1 S^^Cf. 

e ^921 sage 2^§ag U&LHfeQI. Ollg gS SVSa B\±^m e6H ^ 4^ bF2f ^01 3^ Zl OiaHi D\2yo\\ 0|s^ 

SAiz^si e^sag :?^5!c:^. 

sESh e ^^soii saee ¥:?^sJ s:)hxii se^ ^a a^, oiim g^[s<i^sfJ3l : o\±m^m iroiEiioiM. sih^ai om^(BHA). ¥m 

SIE^Al M¥2!i(BHT) : a-S3IHIM(bl Ef eiE) ^/EE^ ^^¥^^1©. OlIM MS SagS] ^ eg^OII CHSH ^ 0.05 UIXI 2f 1g^%S. 

SEfe i^Di;y(U ^^SM. OlIM eS SagSJ # g^Oll □SH 2.5 SEfe 5g^% Oimsj sg^t,^ o^Q. 
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e ^^soii 2|^^ ^^m^ ^o^^mm m^m ue^lh^ ^9.^ ^m^o. o\\m iHFs^ ^x-iioige : ^oi^ei & 

2^^011 2i5H AieS^ AIM^>i:S^SJ 3^ ¥01 ^&8| ^^HShAI^ 4^ SADf. ^SL ^^IMM 3^21 8^^ 3^ 

s <y^?2i s^goii mm MSI s^'S ^ fes^ oll^§^ 31 01^9.^ j^^m ^ sa^w. e g^^ssj ^f?2j ^ 

M mm 21 ^xf sEfe ±Qm ^xfoii s^oiai ^x-iioieee uei^ 4^ sici. ^ai ^ ^^§2] ^^ee siaih m^. oiim mm 

oil ^xHm^ s^oii QdWM^ ^m^m ^^^o. ^. e ^^ssj ^^e^ 012^ ai^ eiAiEM ^S6^^ 4=^ Ai>^gjeoii 
s^sai ^<iL^^ 4^ 9Ji9B^, 2^§§^:^ Aies>is^2i se^ oiAiith ^soii oith m^e ueilhxi s^^ ohoia^oii^^ ai^^s 

m m^ow^ow M^m ^ sia. ¥oiai oiaigh gj2j2i ±^2\ aiz^oii se^ Sj2j2i :)H9ioii ?jio\Ms\ &g §#21 ^cn^si gxH se 



^&cii. oii^^ Eii^eoii o|en 4^ oiaei si^^ u&u aa. 



^011 g2Ai5i^ ^0! b^^^5^:^:|o^ ^soii casi ui^^ij xiigo^ ^xii^^ 4^£ s^a. ^^moi &?i ¥oi mm^i s^. ^^^^21 e?i ^oi mm 

&: 10 mXI 200mo2i AFOie^^S&l, CH^ ^l^oFPll^ 10 UiXI 150mg(01|: 15,20.25,50 SEfe 100mg)2j MOIM^^fi^M 

a. oiaith 9^ ¥01 xiise oiiM MB ^xii2i2i xis 2i£, xis &:fliMoii ^^^Elo^ oh^ isi, 2s| se^ 3si l4Ixi ssj oishs ¥o^6^fe 3J0i 2S! 



51^ 4= 



^M(4)^AI. M £E^ :?IEf 4^^ A|>igie DhAPIOil OFOiaSOII^S Al^igig 731 



2^t^ OI2J0il, ^ SE^ §2|E^ 2,^^^ ^^^2] ZilS ^^^e ^^I^^^Q. ^:)\ ^^(1), ^^(2) ^ ^^(3)e a!^ 

SMI ^2011 casf ^^mm &^ ¥oi xiigos S:Mm^ btw, mm mm ^^mm mE}^m:mm se^ ^b^e!) is 



fiCF ^xll^o^, e ^^S^ S2i§h 3E^Me O^OIBSOllgS Ollbl^^^ SE^ D^OIBS0il^a2| gEHS M^B[D\ 

Sm. g^a^ ^M(I). ^^(2) ii ^^(3)g gJ2j^ EE ^SOm S:?FXII, ^xll2*os 214.^ ^ M3£ ^M. OIIS MS OII&M3f SJHI 

ofoiB^oiig^ oiibjfe^^e 4=^1^ 4^ ^M(i). (2) ^ (3)2i ^01^2! uiMmoii B^dm mmB\^ ^ ms-m m^Jt 3e^m 
m B¥i ¥01 Mm9^ ^xiim>iu, SE^ ^^mm ohoiasoii^^e 4^^5Pioii m se^ 4^^ mm mx]\s^ mm mmB\^ 

n[D\9\ ^Aioiib ^ m^m-s^m, &?i ¥oi xii^2i ^^m, mm mm 1 5&?i e^/^^ ¥oimoi oi^^i :h¥ ^mm m^m:HU xmm^ 
soHS xism^Qi ^irth ^^mm ^\mm 3ioia. m:?i2i ^aioii^ Aie^^i^s^oii chsh ^xii^^o^ :»ixHeh ^oicf. behu :^iEf2j AFoig^ 
^xll^o^[o-(2-6l^^Alollil)-(D)-se^]®-AlMs>iS&!(o|s^o||A^fe mmm Af§5foi e:»h2i s^ge 

[^AlOil 1] 

ge.lA^lMol :H2j gib gdiAiiM-^?ii:^oii>^Eiis£f ^4.4. 2^e(^fioii D[mB\o\ ¥ss^ mmmm ^^Mti ^m) +20^021 m 
AiAisi a^imi}. ^:?i esoii &^ah ^^ish ^sia. ^^^aioii ?xo\m, i2,ooog2j io3kg/h2i ^^moii 2^2121 si^ 

Mai ^^go^^ oH^^I ^(62kg/h) ^ ^(41kg/h)S ^^5!iCf. ^X\\ +81C7?^XI AiAiol !d^^oH) ^£^011 g,^AH ^X\m 

J1I2B31I Sl^ gaiOil 910\M 12.000G2J D[^E. ^ 112kg/h2i ^^^01! ^(76.2kg.h) 9^ ^(35.8kg/h)e 4^^S!ia. ^ 

D\ m]\ ^01 sxiis ^^lAllM-Me«^oil>lEl|ss^ s^oia. sEth M3Bo\\2\ gaiM. oiie mm +20tc. +iotc sy +5ic2j s£8^o^l 
4^a8^o1 :?H§!@ «age 4-^s 4^e sip. 

^as #^^g§oii tJioH. sxiiQ gaiAiis Msy^oii^^Eiissf m^^^ 2§jg2j ein-saiAiieioiH assi a«MS(%)oi q± ^'^si9imm 

m^9.^ mQ(m: 35.6%38.3%). 

aa^j ¥s& g2iizi2j g^2S}oi bijnb cfm^^ ^d. 

[S 1] 



1. iJcJ^oJiljoje. 
6. S.^^e\^i\o]s.^ 



19.1 
23.4 
5.7 
35.4 
7.7 
8.7 



3.4 
27.0 
<2 
44.7 
10.4 
12.5 
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[H 2] 



-8* 


f 2|4-ir-S.«ii Olsten 

i*a 




333 




52.1 




14i 




7i 




1.7 


i-ell^J(C18:i) 


3L6 




57.7 




<l% 



[^AIOII 2] 

3? ^01 B?l XIIS21 

(1) -i-el-l- 
(2) 

(3) Cremophor RH40 



100 
200 
320 
380 

1.000 



01^ 1 Si! ilBfE! ^^^011 OIIM MB Quali-Seal J\mm Mm9[0\ mmM^Q. 

50mo a lOOmoSI AieS>:Se!g SSSfb ^SSS ShlJIdl XISS USB A^g8^0^ ^A^e^ g^^^iog «l2ES!ia. 

^ ^AIOIICXIAI. ZmS ^AIOII lOII I'IZHS} SXIIg! e£IAIIS-Sei!>^OII>^EI|5S^ ^'4''^> Sgl. £^ Maisine. Ollg eaiAllgOl 

31= MaisineOIQ. 



[3 3] 





i ^ ! 


3 


1 4 

1 


5 


6 














1) 1.2-aiiiJ?£ -^e;^ 


200 


270 


180 




180 


90 


2) ^J^)^ 


350 


180 


180 




360 


360 


3) Cremophor RH40 


350 


450 


540 




260 


450 





i ^ 


8 


9 


10 












1) u-iii^^ *e1f- 


150 


100 




200 


200 


la) 


100 


100 




100 


100 


2) i<a 


345 


320 




320 


290 


3) Cremophor RH40 


405 


380 




380 


360 
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[H 4] 





A 


B 


C 


D 


£ 


F 
















100 


135 


45. 


90 


100 


50 


la) ol|^-8: 












SO 


2) 


160 


90 


180 


180 


67 


160 


3) Cremophor RH40 


190 


225 


225 


180 


167 


190 



[^'AlOll 3] 

:?Hoii 9Xo\Ms\ ^xmmm 

S. AI2} ^<y2J ^[^S\ S^(AUC). C ^ TS ^§S!ia. 
Mm : lOOmg g^£J AIM^:i^fi&i/:?H(dog) 

X (Aie xiis, 

AIMM^S^ 100mg 

^^H^^i!{Lab^afll) 300mg 

OWmm lOOmg 

2^ 416mg 

926mg/9?l 

AIMS^SS! lOOmg 

1) 1,2-H£i!S!i 75mg 
1a)01l§^e 150mg 

2) e^lAllM-^a!^^O^I:^EI|sS^ ^4^4^ 2^ 345mg 

3) Cremophor RH40 405mg 

1075mg/&?l 

I2kgei 10Dhdl2j 4^3^! My^HM 01:^^ SIQ. ^01 24AI2I SOil &^AI?I£I, Eiliii^M Al^^fv m\x\ mmo\ J}^^0\ m 

Oil ssms^ SHQ, :?^d^^M Ahgmoi ¥oi ^moiiihi ofs ^^(s,^ sai^) ¥Oit^ ^oii 20mi£j nbci 0.9% m^^m ^o\nQ. ¥ 

3A|^^0| Ell>i^ BMQW Xf^SOl 4^ S^aa. mM01i:HI 211 ¥0i6hfe 3^, H MOIOll 1^21 
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^'mm 3^ ¥0i8m i5g. 30s, 1. 1.5, 2!^m, e. s. 12 s 24/121 ^m^ow. 2mi2i S9!| ^HKfe Baa ^soii amM^ smos b^ 

^(513 ef 1.2mm)S AhgSK)) ¥e)(a^)2|^i!ioS¥El EDTAM 5ml ge^ri:^ PHOII 4»a5!ia. "^aSh geij a»g 

g/rfg g ojlJJm ef -181C0II aaSSD. A|g£>:2g!-^0|2! SAJ^ia^ ^Sa(RIA)Oll 218H aeij S^jatQ. 3H aiysi A|gS^5§! 

0« ffllCieh ae* feEXIM a »I2E0|| EAISSD. gail Sfg vs. AIZ^ ^asi 8^¥ a^jCAUCm ¥§AmS AtgSK)) 
31l^^^ac^. S^L^2| (CV)M S^s!8^5aoD1. TuKey EII>:MOII 2I8H 83 AUG. C S! TM g^tlSjog blHSftCf. aOIS §J»e Sh^l HOII JIIAISSCf : 

[S 5] 









Tmu 


[ng.h/ml] 


CV 
[%] 


Hi 
[ng/ml] 


CV 
[%] 


[h] 


CV 
[Kl 


X 


6695 


V 


1053 


25 


U 


20 


I 


10064 


24 


1539 


18 


1j6 


29 



i;>feD(:>l!4-=1.5). 



J3I2£^ X I M ^^^^ lOOmgSJ g^^M &^ 3^ ¥01th ^Oil, ^Ol^ei B^M^ RIAOll 2iSH ^§§1: S2 S AM 

^a?j fe£g UEitH 5ioia. ^£(ng/mi)^ e^oii :^i^afaii A|^^B ^^oii j\mt\5diVt, 

[^AlOll 4] 

21Xl!OII SlOlAiSJ axlIOIge 

AI5F£lfe AieS:±:S&! ^1! ^c^&! ¥01& S ^^gOil 2itb S^ee ^Sl, Aie^^5&!SJ ^^tHOIgMM bHQSP. 

¥Oi;giS : lOOmg K\m^i^^^m^ 



X (A|&£|^ PBf&l 19^) 

A|^£^S&1 
^^H£^^(Labrafil) 



100mg 
300mg 
1 OOmg 
426nnQ 
926mg/ia^ 

^Aioii 20ii sjsh mz\mm-^^±imd^^\^s^ ^4=4= s^sf^) a§ sibiei 

4892J niSX^S^Ei S^SUCf. 0\iDms\ SXKHIiJil sasi ^Oie 4SIM ¥015!ia(S^g 8S 2a, S^£l sag XS 221). 

s^x^ee ^^^^ ^aoii 24921 hisxfs oi¥oia ¥:?Hsj e^ngss ^^r^i uH^maa. 1 21 EiaxK)ii:?ii 200mg ^ eoog 

21 A|^S>^H§ie ¥0151111. He 1121 niaXK)|i:>il 400mg a 800mg2| A|gS:^5€:ie ¥Oi«a. 

¥:»H2i 21 nsoiiAi 2|3,^2i xis A^oioii 2^2j Aiisi ^\:^}m ¥12. see oim a-^^ asr^-sw g^^oii g8K)i Eii^Me ^^^sia. 
sx^i2i geHeoiiAi Ai^g>i:fi&i ^mm ims ^^sm. 15^. 45^. 1A|^^ i.saiz). 2Aie.K 2.5A|^.^ 

3AI2t. 3.5AI2f, 4AI21, 4.5 AI2^. SAIZI. 6A|2f, 8A|^^. lOAIZV. 12AI2V. 16AIZH. 20A|^^, 24A|2h, 28AI2}. 32AI^.^ 36A|Z^. 40Aiei 48A|^^ 
§^2j 12.5ng/mlOI2ia, 

S^M 8S ¥01t^ ^2] fe£ ^ OiSmfe AI^S>iSgd2J AUCSt^ 2^ ¥01 SEOIlAi S^g XM ¥015^ ^2J Zl^SW 
a. ¥01ir 200mg. 400mg * BOOmgOll CHSb SiOl feE(C)^ 8^ ¥01«[ S^Oll U&yc:K8PI2| fi SS). 

a : 21X11011 2i0iAi2J A|gS>i5£|2J ^XllOISe 

^0|& g^2| X2f 8S 3^ ¥01& ^2j AUG. C §y TOIl S3{±SD)at : 
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j 








1 


(ngJ)/m]] 


[ng/rol] 


[h] 
* * 


200nig X 


2028±608 


558±228 


2.110.7 


aOOmg 8 


3468±1000 


1025 ±218 


l^tO.4 


400mg i^'Jf X 


3326±1115 


785 ±252 


2.1 ±0.9 


400rog 8 


6944 ±1468 


1557±285 


1.4±0.4 




4501 + 1217 


71 f X£00 




600mg 2^^^^ 8 


9689 ± 2282 


1812±400 


1.7±0.6 


SOOmg ^'S'g- X 


5209±1554 


1045±264 


2.4±1.0 


SOOmg Si^i^ 8 


12162+3059 


2143±576 


2.1 ±0.8 



Auciisi sa bieoii e:Htt. 8 : sae xsj ^aisioj ^xiioiggg mcum m^on msi i7o% lhxi 233%^ ^^S£l2iP(5^:)|2J s s 

H : sag 8 : SSg X2| ^CHSjei ^SlOIgg 



[S 7] 





1 AUQo^,5i 38t«|t 
i^ifSii^jfX 


a^Jf x:2>gf 8 


200 


1,70 


0.59 


400 


2.09 


0.48 


600 


2.15 


0.47 


800 


2.33 


0.43 



: S gfSOU SJSh aESS(2ESS 8)@ ei^^lOII 910\M. MBS^ »I»I(2SS X) SO- 1.7 Ol^e.^S SX-|8^7|| ^XIIOISSS ilT^ 

O. 

SVS «l3£fe X(AII2S SAI)£} em?l SA|)£| S3 AUCatS ti\Mm naHHOIQ. ^AlOII 40IIA1 AieS:ii5&!2| 

AUCaKno.h/ml)M S^WI, §38 S^OII UEfUiaa. 

sag 821 s-f.s (Aucatai aiioiiADfe §3011 ^ae x^s uaufe &m\. sag xsi s4»Efe §301 s:>^eoll msf s4:&D(fli3E 

(57) S?2| a?i 
S^S 1. 

(1) 1.2-Hsaai eais ; (2) eicgai/didtois. cigaiAiis>oi£ si e£|=£|>^|£}oi£°j s&g ; sj (3) ^iiaeaxiiB a&mfe sai omm 

oil. ea aS2£/H AIO|g£>:S&!(cyclosporln)g S&8I0I. OIOIBSOIISS OllUI^^Sij SEH2! 3? ¥0I§ S^g. 
S^S 2. 

fliisoii 210IAI, a:>i a^(2):'^ Cz -Czo x\m^s\ etg£iAiie[oi=, cigaiAiiafoiH it mEimsJimEio\E.m a&si^ sag. 
s^s 3. 

»i2Soii sicH/d, a:"! a=(2)°i xlg^<i^ ¥soi £ifeey<y. ^lteell<i^ % eaxys sesffe sag. 
m=?9t 4. 

3912^ SE^ xii3»oii aioiAi, a:7i as(2pi ^^ga zmsi m.&^-o\\^ei\m.si ^ag§ s»8i^ sag. 
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^I4S^0|| 9iO\M. 9.mO\ 
S^S 6. 

^14&0il 9iO\M, SgOl ^BIAIIMOII 2J8H ^|H>iOiiiiiE!|S2fs ^ei 5Sg. 

S^t^ 7. 

^i6»oii 2ioi/H. sais mEJiMm &^goi i% ol6^el s^g. 
s^sr 8, 

^IBSrOll SiCWAi. ^S(2):?^ Maisine(^aS)e ssmfe s^g. 
S^l>^ 9. 

S^f,^ 10. 

XI19S0II SiOiAi.^PI ^m(2)D\ 2t^£|/c||£fOIE. C|^£|A||afO|E * MEI^EI Ail£fOIH2i gSSf ^^AI^IUXF ElMS!! 

^ eal<i^°J et^aiAiiafoiE. c\m^\m^o\^ ^bi^eiaiibioie &^oi sx-ii s 85% se^ n o\^o\ s\^m x-iai^^. bi^eii 

11. 

mmcH! sioiM, ^m2):}[ ^^(2)21 # g^e 32e^%mxi e,^ 36e^%2j st^diAnsfoiH. ^ 45e^% uixi 2,^ 

13. 

^MWOII SiOlAi, ^^(3)01 10 OI^^SJ HLB2tg SSM. 
14. 

xiiiiroii 9io\M, ^^(3)01 aiQsi se^ 4^ii:s:?h@ mumnsk owm^ ^moiesi shg^^ee s&8fe s^e. 
g^i.^ 15. 

^I11>^0il SAOi/H. ^^(3)01 Cremophor RH40(^SSm S&mfe 
^^ir 16. 

S^S 17. 

X1I16S0II aioi/d. ^ s3£-^goi oii&eei 3£«g. 

18. 

xiiisoil sioiAi. &?i ¥01 ^iiisei sag. 

19. 

;dii8$roji 9JiO\M. me^m la^sf s&8^^ sag. 
20. 

^ii»oii 9Xo\M. g SEfe ag fismw. o^ol3soll^aei sag. 
21. 

M)mm 9io\M. [ag(i)+s2isj £!^a a Ms-a^is [si^a a as(g)+a^(2)+as(3)]2j s ggoii chsh 10 mxi 35gir%s 
5&m^ sag. 

M2)mm 9Jio\M. a!4=a a es-a^oi a^d) s!4'a a Ms-a^si s e^oii chsh 25 lhxi 75%°! grss gxH8^fe sag. 

S^»23. 

MMSW 9Jio\M, a:?i ^m{2)D\ [S!4^a a ag{g)+ag(2)+as(3)]2j s m&m i^is^^ s^oj 20 lhxi 40%2j g^o^ ^m^^ sag. 

24, 

M)%'o\\ £ioiAi. a:^i as(3)oi tsi^^a a ag(g)+a^(2)+aM(3)]sj # e^g e^oi 30 L4ixi 60%£i s^q^ exh^^ sag. 
s^tr 25. 

M)%^0\\ 9iO\M. 7.5 UiXI 15%£i MOlM^^IL^m m^B\^ Sag. 
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XIII soil SlOlAi. AI-OM 
27. 

^MSOii aiOi/d, MOM 
m=?m 28. 

^nsoii sioi/d, A^oM 

S^S 29. 

^nsoii aioi/d. MOM 

£B 1 



L^S^OSAI A|M^S&!(Ciclosporin)S ^^g. 
L>:SedoSAi [O-(2-SIH^A|0i|^)-(D)Ser]®-AieS:i;5&ie S^Sh^ 2E^g. 
L^SgJo^AI [3'-QI>i5lH^A|-"3'-^IM-MeBmt]^-[Val]2-AIMS:^a&!e &^S^fe ^^m. 
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